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(57) Abstract: EPi4 ?receptor agonists containing as the 
active ingredient 8-azaprostagIandin derivatives represented 
by the following general formula (I) wherein each symbol has 

the meaning as defined in the description. The compounds 
represented by the general formula (I) are useful as preventives 
and/or remedies for immune diseases, asthma, diseases in 
association with decrease in bone mass, nerve cell death, 
pulmonary injury, pulmonary fibrosis, pulmonary' emphysema, 
bronchitis, chronic obstructive respiratory diseases, liver 
injury, acute hepatitis, nephritis, renal failure, hypertension. 



© myocardial ischemia, systemic inflammatory syndrome, sepsis, hemophagous syndrome, macrophage activation syndrome, Still 
A disease, Kawasaki disease, bum, systemic grauloma, ulcerative colitis, Crohn's disease, hypercytokinemia ai dialysis, multioigan 
^ failure, shock, digestive ulcer, stomatitis, sleep disorder or thrombosis, or osteogenesis promoters. 
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ffi. T^p^T-v^sii^fc^f^i^. (Still) i^. 



wo 02/24647 



PCT/JPOl/08176 



m m m 



pmi^mm^^i^x\,^^iittimiE>nx\,^^. 

20 y'f}^^^-r^::t^^^f)-^':>x^rc, mm^.x^ibtixi,^^-^':/^^ •:f\t. 

^n^ti. EPj, EP2. EP3. EF ttmtnx^^^ 

(Negishi M. et. al, J. Upid Mediators CeU Signaling 12, 379-391 (1995) ) . 




(I) 
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EF^^mmt. TNF-o:g«$iJ, I L-1 Ojg^itSfelcM^bTVi^ 

±&mm. v^D^T-ytSfe^b^f^, 7.x><;w (stm) M 

mmitm (als) , ^r^mam. iyx.-cfu>mm^. m^mm^jzL- 

1) ii^MSi^^ mxit. mmiz^^m^^^mmm. mm\zn^vm^ 
mmrim'&^m.mm. m^mmmum&s ^/'^'jymB^^nmm. 



2 
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EFjzm^miz^^r^it'^mt. ep ,\z^^t%x^n^mm. ep^ 

10 tlTVi^o 

(A) t^mw^52-5i(A^mmm\z\t. -^s (a) 



15 ^^flgl&J^^tt^^ST^oT, OT©a) ~f) ©SfCck^Tgm^n 

b ) 7x7^ ->^s ( ;in«^ng # i ~ 3 m<7^m.mm^^m-t^^^\z^ 



o 




,2A 



(A) 



OH 



3 



wo 02/24647 



PCT/JPOl/08176 



(B) ii^WBS 52-133975 •tl;:ti> (B) 



20 (iC*. R'^^i-i O{®0Mmil^<&^1-^EMt^^rc«^^:Km4^TtS?P 




,2B 



4 
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5 /\ay>m^, «'&tcj;0Any>g^$nfe7xy^5>ssfcfsi~4{@ 



25 ^-;i/^;fc«7;v=^-ji/»^s Vifj 7m^rc\t 8 ji(^K^m^^WT?)^§ 
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(C) #MBS 53-21159 (C) 

o 

(C) 

(it4>. Q^«-COOR^ xh^V-;i/-5-'f;i/^iZ^'-CONHR^ 

;k 7x-;l/:feJ;i;p-tf7x-;i/*^e>;^'5PJ;«9ilS^$n; 

(D) it^UBS 54-54166 -^SC (D) 
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o 




/CH2A'^(CH2)3C02R'' 



,2D 



R^°«H> CH3feL<«C2H5T2feO ; R^^fiCHj, CF3, 7x-;P^ 

d^'F, CI, CH3, 0CH3, No^^^ucF si)^^tji^mf)^^mitn: 

nD\t. R2i^;*?CH3t)t<tiCF3Tfe^<!:#tt3~8(DS^, ^fcttR""^ 

(i) ±i$im^i^(Dy-t^m^m. 

(ii) 3L#:Mi4#:©^^«'ltS^tl, 'bb<« 

(iii) ^-(D^^mz^m^iLi^m^i^ 

15 36^C;^?)p/()^e.3i^Sn^t)(7)TSSo ) T'^^n^ 8 -71f- 1 6, 16- 
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mzmt)^mm. -rfs.iD^^^^mm i^m^mmmitm (als) . 

mmm. mmm. s^mm> mm-ik. w^s ^stB. mmit. ± 

7.T-^)v (still) m. }\mm. mm. ±^^m^m. mm^±mik. 

15 fc. 

1. -m^ (I) 



20 




(I) 



(^^4", RHiTKmS, C1^47)Vn^zym. NHSO2-C l~47;i/4^ 



8 



I 
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tr^o ) 

(1) + (R. S) -7- (2- ( (IE) -3-kHU^->-4, 
;i/:tn-4-7xr:;i/-i-yr-;i') - 5 -:^-4^v t!n u v/) ^-f^y 

10 m - t -zr^JVji7.7^)V. 

(2) ± (R, R) -7- (2- ( (IE) -3-hHo:^^>'-4. 4-v7 

(3) ± (R, S) -7- (2- ( (IE) -3-h:FD^>'-4-:7x-;i/ 
15 -4, 4->'7;P^n-l-yT--;U) - S-rt+VhTPUv^y) ^T'^^ 

(4) ± (R. R) -7- (2- ( (IE) -3-b Fo=i-i^-4-7ai-;i/ 

-4, 4-i^y)V-tn-i-yy^-)i) - s-^t^^^vtrnuv'y) 

20 (5) ± (R, S) -7- (2- ( (IE) - 3 - t Ku=^^v'- 4 - 
-l-:/-r-;P) -5-:t^Vb?DU>'y) ^7*^5' 

(6) ± (R. R) -7- (2- ( (IE) -3-fc Ka=t:-5/-4-7i-;i/ 

-i-:7'x-;u) -s-rt+vtfn'jv'y) 

(7) ± (R. S) -7- (2- ( (IE) -3-t:KD4^->-4-7a:-;i/ 

25 -i-:/x-;i') -5-:t^vtfDij>?y) ^y^iJ'^^ • ^5^;i/xx7";k 

(8) ± (R. R) -7- (2- ( (IE) -3-k Kn:^^v-4-7xn;U 
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(9) ± (R. s) -N- (^5";i/;?.;i/7iN-;i/) [7- (2- ( (lE) -3 
-\i]^u^iy-4-y3L-)V-i-':ry^~)i) - 5-:t+vtfP>J v'/) ^ 

5 (10) ± (R, R) -N- (}f^^Jl7.)VTis-JV) [7- (2- ( (IE) - 3 

-tKD^'>-4-7x^;i/-i-:/7^n;w - 5-:t+y trous;/) ^ 

(11) ± (R, R) -7x-;V [2- ( (IE) -3-bFP^>'-4-7x 
10 (12) ± (R, S) -7x-;U [2- ( (IE) - 3 - k K D=^>'- 4 -7x 

(13) ± (S, R) -7 - (2- (3-t FP^~>-4-7x-;U7*5";l/) - 

5-:t^ytfp'j>?y) 

(14) ± (S. S) -7- (2- (3-t KP + i/-4-7xn;V7'5";i/) - 
15 S-rr^^VEfPUi^y) A7'^>m, 

(15) 7- (2- (3-bKP^i/-4- (5":r7x>-2-^;W f^)V) 

-5-:r^yt!P'J>^y) '\7°^ >m • x5';i/X7.x;k 

(16) 7- (2- ( (IE) -3-tHP^>'-4- (2-^XX;i.) -1- 

7'xx;i/) - 5-:t^y trpu-:^/) - (5Z) -^-fy^ym- j^^jvxx 

20 -T^^P 

T^^B&E 1 {CiB«©E P 4g^#f^ffil^. 

3. MiBiiHSK^EP^s^^M^^w^^tbT^^t-s. mBcomm 
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-^^ ny T-pm^^mim. T.'r-ovm (stm) m. mm. ^ 
B^^±. ->3y^, mimmm. pf^^, mmmm^rc\tsk^mx'$>^m 
5 5. ^^mm:^^. mm^^mmmim (als) , ^^wf^. iy^-^ 

SJt^^tt#iaiK3t. ^/'^'J^BI^tt'fra^Sg, 
i^)^, .'J a--7^14«ifij^5^^) . 3) S:^7;i/v'^A«. ^- 

20 ^(D'^^ uy'^^xhu >^mit^m^m\^^^:it^<i^WLtt^. tnf-q! 
9. HuiB 1 iB^cD-^^ (I) T^-^n^it^i^. t(D^m^mi^rc^t^n 

25 

11 
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-^^ (I) R' -^mtDtCl-- 47 JVn^^z^M tit. ^h^v, Xh 

ji^7.)V^=^)i7^y. x5^;i/7.;u*-;i.75y, yptf;i/x;W7}Nx;i/75y, 
m^\t. 7)V^)i. t;1/^x;1/, T;i.:^^xjk 7)V^vymz\-mm.(Oho 

^ (E, Z, v-X, h^>X#:) , (R> S 

15 f^Hjt-^^n'S, 

20 *X 

#{wiffc)^;ii:Vi|5BDilttM©|pIC:ei#J (am l3i^'&LTl/i'5 ^ t^^t) 

\ 

12 
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A) ~p) \z^-r^v\z{ikmt^<^x$>^o m^it. mm^^si-sAmmzit. 

A) ± (R. S) -7- (2- ( (IE) -3-tHn=^>— 4. 

10 y)V:tn-4-y:si-)V-i-:fy':=-}V) - 5-:^+vtfnu-:^/) ^^^57 



(CAS No. 82303-07-9) , 

B) ± (R. R) -7- (2- ( (IE) -3-hh*D^rS^-4. 4->? 

15 7;i/:tP-4-7x-;i/- 1 -7'-r::i;i/) - 5 -:^^V tiP U ) ^7"^ 




OH 




OH 



13 
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(CASNo.^ig) , 

C) ± (R. S) -7- (2- ( (IE) -3-t H□:^^i>-4-7x- 
o 




(CAS No. 82303-08-0) , 
D) ± (R. R) -7- (2- ( (IE) -3-h Kn:^rv'-4-7x:r 



COOH 



10 




(cASNo.^?^) fAm^'^tix^y). 

#11 BH 53-21159 -^tC^, 
E) ± (R, S) -7- (2- ( (IE) -3-t: Hn4^v-4-7x: 

i-:fx-;u) - 5 -:t+vtrnu>^/) ^y^j^^m 



15 




14 
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(CAS No. 66598-57-0) , 

F) ± (R. R) -7- (2- ( (IE) -3-kHD:^-i/-4-7x- 

;i/-i-yT-:^;i') -5-:t=^^vtfPU>?y) ^':f^ym 




5 (CAS No. 66598-69-4) ^ 

G) ± (R, S) -7- (2- ( (IE) -3-t:HD:^i^-4-7x- 




(CAS No. 66598-56-9) > 
10 H) ± (R, R) -7- (2- ( (IE) -3 -t:HD+->-4-7x- 




(CAS No. 66598-68-3) . 

I) ± (R. S) -N- (^^"jl/T^;!/^^-;!/) [7- (2- ( (1 E) - 



15 
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OH 



(CAS No. 66598-67-2) , 

J) ± (R. R) -N- [7- (2- ( (ie) - 

3-tHD:^^>'-4-7xr:;i/-i - - 5 - :f tf n u y ) 




(CAS No. 66598-74-1) , 

10 K) ± (R, R) -yxn;i/ [2- ( (ie) -z-\zYu^z/- A-y 

o o 




(CAS No. 66598-73-0) (CAS Registry TK7 x-;W7 5 H t75:oTVi-S3&^> 

16 
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L) ± (R. S) -7x-;i/ [2- ( (IE) -3-t:Kn^v-4-7 

o o 




(CAS No. 66598-66-1) ( K) tmm.) , 
M) ± (S. R) -7 - (2- (3-t:Ha:^>'-4-7a:-;uy5^;i/) 




(CAS No. 66598-64-9) , 

10 N) ± (S. S) -7- (2- (3-hHD^S/-4-7x-;i.y5^A) 
- 5-:^+y t!DUvy) A7'i5'>i^ 




(CAS No. 66598-72-9) T^^tlS-ffcl 
52-133975 "^BJiJ^fC^, 



17 
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O) 7- (2- (3-tKD^>— 4- {^:tyx.>-2-^)V) 



(CAS No. 65470-34-0) "T^^ tl^{b-a-#l:!5>^'§S^$nT43 D . 

5 ^mm 52-5164 ^mmmiz\t. 

P) 7- (2- ( (IE) -3-t h*0^->-4- (2-5^X-;W -1 

-:/xx;0 -s-rt^ytfoUv?/) - (5Z) -^^t-^H • x9^;i/x 



10 (CAS No. 62401-45-0) T^^n-S'fb'n-'^/i'^^W^^ tlTV^^. 

Cine, (^{b-^i^fi, E p ^^mmzmisim^'o^mz^'^th ^ tmx^^. 

15 ^^'AMRmzi-^Ti}\ 'jkm\:^^^{ik^0Km\z^r^t\zi:-:^xmm 
:^^mizmm-r^i\:^m0^t>. r ^ t bT$?* b < «7ici?s^fcnc i ~ 




o 
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5 [:^] 

#^#ttiitbT«, 7)vti^j^m.m. 7)v:fyv±m^mm. 7>^-^a 

10 yi^m^(Dhmm^Vi^\ mmtJiUtLXit. 7)VtiV 

m^mzmm-^n^^m7^> (hux5^;i/7s>. ?^^)V7^>. vp^^ 

x\t. mximmm. mty^mmm. s^^tTiimmm. mmm. ')>mm. 
i7jLym^. :^i^>7.)\^-!i^>mM. jii^>7.)it^>mM. oif>xji^^> 



19 
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5 h U *^V^tJine>(D?g'&tl?:fflViT, <!$^0S 50-3362 ^ 52-31404 

■i-sfc^i 1^ 61-52146 ^mmmmm(D:^m^mi^^^iit\z^K)zy^ny^^7. 

-I^SC (I) T^$n§2^^W{rfflVie.tl'5ft-&«^«PCT/JP99/04934^{C 

^$n^iio,PGE2 ^^#:<7) -r y T ^ ^ E P 4 < Jg-^ u , 

7.^^h (Sugimoto) ^(D-jj^ (j. Biol. Chem. 262, 6463-6466 (1992) ) \Z^ 

CT, yP7.iS'/-i' Ki/-t::/i5'— y-^iS'-ry (v'^/T.EPi, ep^, ep3„ 
mmi^tcmm^ (o.5mg/'mi) , ^n-PGE^^^tsKi^sm. {200 n 

1) Sr^taTlBtrB^-f >+a.^-hUfc„ R^s^im^Vyyr- OmO 
JJ: U , MEET ® ^ 1 5 ii b T ig-g- b 3 H - P G E 2 2r ^ 7. 7 ; 1/ iS' - ( G 

25 K dffii Bmax ffiJt^ Scatchard plots ti^ (bik^tz. [Ann. N. Y. Acad. Sd. 51, 
660 (1949) ]. (2.5 MM) ®#^^ilP G E 2©#^ETT? 



20 
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^i^mommt. ^h-pgEj (2.5nM) i^^wmmizm^^ibti^it^^ 

5 Ayyy— : 1 OmW) >WttJ^J^A iv)H6.0) , ImM EDTA. 1 
OmM MgC 1 2. O.lM NaC 1 o 

^it^momm^^K i (mm) \rAmz^y):^tbrco 

Ki = I Cso/'(l+( [C] /Kd)) 




(CAS No. 66598-57-0) T^^n^-fb'&t! (WiHL;fc{b-&<^E) ©K i 
EPi : >1 0, EP2 : >1 0, EP3 : >1 0, EP4 : 0.0090 (uM) T 

$> Ki . :i(Dit^m^E p ^^^mzmmlz^^^■r^ z. tnim ^.j^^-eab^o 

15 EP4^^^Td'-7>h%tt 

— '>:^/4^ (Nishigaki) 6©;^^ (FEES lett., 2M, 339-341 (1995) ) (C^PCT, 

■7 X E p 4 i/iz y ;$7 --y-y ^ -r >^<&^n-€^n^^ L c H o m i£8im b , 
20 2 4^ x;i.-7-r p y i/-- h 1 0 ''ceus/weu -^mm L.2B m^miy^mz 

#well &MEM (minimum essential medium) 5 0 0 At 1 Tr^^Vfc 
^> 7ir-f$5^'i'7A (assay medium) (MEM containing Immol/L IBMX,1 % 
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BSA) 4 5 3 Y'CTl 0^FBK>4^i^-va>Lfc, 

Kjts^mt^v. 3 7t:Ti 0 5^FB^MfSbfcm, ^i^h^j^nuf^m. (io% 

w/v) 5 0 0 /i 1 ^^JnLTR^S^&^ih^-a-fCo iKDS^SISS 1 iHl^ti^ (- 8 
5 Ot:) , mM^nfi-ptcms 13,000rpmT3 
5^rBl]^>i>^i'lllUT#e>nS±?S^ffiV^T. cAMPT-fe-r^-;^ (assay wo 

izx c AUPmm^m^Ltc. -r^^fc-^, e:©±?ii 2 nc ['^n c 

AMPT-fe'T^^^y h (assay kit) (AmershamM) (Dnv'^T— (buffer) 
in^5 0 0 /i 1 i:L, i:nSr0.5mo 1/L h U - n -:t^5^;i/75 > (tri- 
10 n-octylamine) □ Pzfcjl/A^^ 1 m 1 <h^?PL, ^ D D^^jl/Altt"© h U 
^DDg^mSrl^SbfeO-^, 7KMS:1^->y;PtbT I ] cAMP7ir< 
(assaykit) lcSB« $ tlT ^ Jig ti->7>+Oc AMP»& 

15 0 O%tLfc.t#05 0%©c AMPjg^f^ffl^r^mt, ECjoM 



g 1 





EC50 (wM) 


E 


0. 5 



sD^m^yyh^m^^T. LPS (1 o/ig/2mi/kg) ^mmm 

22 
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htco ELISA^^yh (RatTNF-O! Immunoassay kit, Biosource tt) 

5 0 %«I$!|-r^^«^^«#» ( I D 5 o) t Ufco fi^Tt^^^^^-To 

^ 2 





IDso (Mg/kg) 


E 


5 9 



Ostennan e)©;^^ (inflamm. Res. 44, 258-263) {C^PCTfr TiJ:^. JittD 
A/S 1 c5S"7y h«:fflViT> icjg^J (4^*5^:5' -f^n 3^-y>© 0.3%^ 

15 -g-i^fs^^:;KD 0.02m o 1 /LTi^mit-^ h u o^mmizmMi^. mm7K\zx 
^m^i^mi^m (i) 

mm^mm:. 6BiiD, i^mm^t-^m m^)\^(o 0.02m o i/ltk^^i: 
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m(D^^m^^mn^^m&^mm (xct— geoA. /-^>hvxh 
5 ^m^im^m (a) 

6^^ l&tff^O tf- C S K?^-r 55 § ;i t T-#?f ^ 

(1) -tMfX(7)» 

^aiUfc:^M't^ 1 0 %mmts)v^^) >m\zTm^'^> m^m^y)2 sm 
iira^^Tji^L, n>\d=L-^izmiL^. ^mm^mmmmz^r)m 

15 ^TS. 

(2) 

(1) TffiVifcl cmr1i<D1j->y;i/€r<|iJM30^e, XM;^ (T-fi'D^rt 

-:^jxx^fe:^*il^v'7>xAwFX-i 0 0 0 (7v^7^;i'A) ) ©m. n 

Markel ^(0:)3^ (j. Bone and Joint Surgery 73A, 914-923, 1991) tSpDTfr^S: 



24 
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z-tr^m^^f^m-^, mmwz^^mmv. ^mmmomm^m^-r 

mm 

mmffathi:mr^r^ib\z-\-j^fc±'v$>^ z. tamm^nrzo 

10 ^HicDfiJfflpJfgtt 

(iis^M^i!{b^ (ALs) , ^m^mitm. v-x-^i/^jgfm 

M^tt-fi-ai^^^ mmz^omm^^^mm. mmmmmiz^vm^^^^iSi 
mmm) > 2) -A^numm i^)vnn)v^n^ m^iiwmmm. 
mmmnm^nmrnm. m^mm^mmm. ^/vj^m^^^^mmm. ^ 
20 mmmmm^nnm&. 1^^±\z^^'nmm. ^kmikmmm. ^v^yy 
^m.^m\z'^'i>^wm. u , 3) ^mm>. -^ti 

Ti^D7 7-5^^mb^f^ll, (stm) jiimi^^ ^#'14^ 
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-ASS (I) x^-^n^:^^m\zm^^^n^^%m(o^%. ^Y>^^mw-^ 

fSi^-d<. ii^, fiKA-ASitO, — [elti':?^, 1 jia g*^e> 1 0 OmgCDlSH 
Tl^S4) $n^75\ Sfc«-B l»t»e>2 4^KOlBHTMF^l;:^M 

ht>^/vm$ihrzXo\z. i^-^m\tm^ (D^mz^r)^W]-r^(D'v. ±ib 
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mm. ^mMox^tmmu "^mi mmi ^^mi mmn^^^Lx 

20 fcckV^ 

mx^tMmmff^ 2,868.691 ^^^nm^ 3.095,355 ^mmm\zmL< ib 
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:i(D^^-fm.)^m\t. ■^i^\zV5mn. mmm. %{m. ^mn. ^^^b^j, 

20 ll^^y-^^WT^^^J 1 0 0 ^§#fc„ 

•± (R. S) -2- ( (IE) -3-t:Fo^5/-4-7x:::;i/-l-:/ 
-5-:t4^V-l-troU>'>'\7';S'>i^- a-z^ifU^^T^V 

U > 2 5 Omg 

(-^^S Omg) 

25 • ;^7;i/j)^^->p^5^;i/-k;i/0— 7. ;i7Jl'i^'^A 2 0 Omg 

' 7.^7^)>mr7^i>l^-y^h. 10 Omg 
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'WB^±)\^n-7. 9. 2g 

5 i-r-o^U7Mz%mv. '^mz^y)i^m^mv. lA-ijjv^o^mgo^ 

•± (R. S) -2- ( (IE) -3-tHP=^^'>-4-7x-;i'-l->^ 
-5-:t^V-l-trDUv'>A:/^>M- a-'>^Ox:^Xh 

'J > 1 0 Omg 

10 (^«2 0mg) 

• h 2 0 Omg 

• ^^tK 10 0ml 
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^ (D m m 




(I) 



5 (^4^. RH*7jcm»> Cl~4 7;i'n^>'*, NHSO2-C i~47;u^ 

10 (hf^o ) 

2. 'fb'&«iJ7&^, 

15 (1) ± (R. S) -7- (2- ( (IE) -3-kFP+>'-4. 4-5^:7 
;i/:tO-4-7x-;i/- 1 - 5 -:t=^^VtfP US^y) ^Zf^> 

(2) ± (R. R) -7- (2- ( (IE) -3-hHP^>'-4. 4-z^y 
)V:tU-4-yjL-)V- 1 -7'x-;i/) -5 -:r=^VfcfP'J vy) ^7'i5'> 

20 t -7'5^;i/X7.x;k 

(3) ± (R, S) -7- (2- ( (IE) -3-t:KP=^^'>-4-7xnJl/ 

-4, A--^y)V-^u-i-^7--}V) -s-^^^^ytrPUv^y) ^7'^> 
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(4) + (R, R) -7- (2- ( (IE) -3-t h*a^'>-4-7x-;i/ 

5 (5) ± (R. S) -7- (2- ( (1 E) -3-t HO^'>-4->'ac-;i/ 

(6) ± (R, R) -7- (2- ( (IE) -3-kHP=^^i>-4-:7a:-;W 

(7) ± (R. S) -7- (2- ( (IE) -3-kHn:^^>/-4-7airi;i/ 

(8) ± (R. R) -7- (2- ( (IE) -3-k HP^i/-4-7a:n;l/ 

- 1 -::^x:i;i') -s-rt^ytTPUv^y) • p^9";px7.t-;k 

(9) ± (R. S) -N- (;<^;i'7.;P*:n;W [7- (2- ( (IE) -3 
-t: FP+>/-4-7i-;P- 1 -y'T-:!;!/) - 5 -;f^y tfPU >?/) ^ 

15 y^>T$ H] , 

(10) ± (R. R) -N- (p^5^;^;^;^>J^-;^) [7 - (2- ( (ie) -3 
-t Kp:^^->-4-7xr:;i/- 1 -5-:t^ytrpuvy) ^ 

(11) ± (R. R) -7x-;U [2- ( (IE) -3-t:HP^v-4-:7x 

20 x;i/- 1 -:/x-;u) - 5 -:t4^y tfpu vyxyrJ'W 5 H] , 

(12) ± (R, S) -yx-;i/ [2- ( (IE) -3-kHp:^->-4-:7x 

i-y'y':=-)v) -5-:4-=^^yifpu>^y^:/^>-r5 K] . 

(13) ± (S, R) -7- (2- (3-bHP=^i/-4-yx-;uy9^;u) - 

5-:t=^^y trpui^y) Ay3'>i?. 

25 (14) ± (S, S) -7- (2- (3-t:Kp:^^v'-4-7x-;Uy5^;W - 

5-:t^yifpUi^/) ^-y^ym. 
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(15) 7- (2- (3-fcHo4^v-4- (5^;r7x>-2--r;l/) -^^JS/) 

(16) 7- (2- ( (IE) -3-kHD^->-4- (2-5"xn;W -1- 

^T^x;!/) - 5 -:t4^y tfo'ji^y) - (5Z) -a^x^^^ • X5^;1/XX 
5 T-;i/T^^»^©«gS 1 {CiSmOE P 4S^#:MM. 

'^^■u-yT-^^^'^\m.'m. (stm) m. jnmm. mm. ± 

Mi&m^m. mm^:km0k. cu-ym. wi^©]Sif-r h;^'r>M, ^ 
15 iiii§^^> '^B-j^. mimmm. u\n^. mmm'^t^n.im&-vi^^m 

5. mmmmmmm. (als) , ^^tt^g^k^g, v-x- 

20 #ffi^©ffilfeSJiS7?^^il*(^iBffl4fBSc0?&!^*5cfcD^/Sfcfi^Kj^J. 

6. -B-M^gTJ^a*?. H^tttmi^se, -;^5:14#ai^5S, JSWfes^, ig* 

25 

7 . ^^^(D^i^^^tz\t'^<o^m'^(D^^iSL(DfmM'^^^mMmm 
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